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110. (Currently amended) A compound of Formula 1 




OR* 



Formula 1 



wherein 

n is 1 or 2; 

mis I or 2; 

Y is O, SO or S0 2 ; 

Rt is COOH, COOCi-Caalkyl, COOarylQ-Cealkyl, COOCi-CealkyicarbonyloxyCi-Cealkyl, 
CCKDC l -C 6 aIkylc^bcmyloxyarylCrC 6 alky}i or n 5 mombcrod hotcrocyclos s elected from 
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R 2 is hydrogen; 

R 3 is hydrogen, Ci-CealkyI, arylCi-Cealkyl, CrGsalkylcarbonyioxyCrC^lkyl or Cr 
C 6 alkylcarbonyloxyaiyIC i -Cealfcyl; 

B4 is hydrogen, Ci~C«alkyl, aryl, arvlC.-C^lk vl. provided % does not represent a 
heterocyclic ring : wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

Rs, is hydrogen, trihalomethyl, Ci-Cealkyl, aryl, arylCi-Cealkyl, Ci-C^alkyloxycarbonyl, 
aryloxycarbonyl, arylCi-Cbalkyloxycarboiiyl, Ci-Cealkyloxy, Ci-CealkyloxyCi-Cealkyl, 
aryloxyCi-Gjalkyl, arylCrCgalkytoxyCi-Q-alkyl, NR 7 R«, Ci-C^D^laminoCi-Cealkyl. 
arylC 1 -C 6 alkylaminoC l -C 6 alkyl > di(arylCi<:6alkyl)amiiioCi-C 6 aTkyl, Ci-Cealkylcarbonyl, C r 
C6alkylcaibonylC!-C6alkyl f arylCi-Cealkylcaibonyl, aryld-CealkylcarbonylCi-Ceall^l Cj- 
C^alkylcarboxyC , -C 6 alkyl, aiylcarboxyCi-Cealkyl, aiylC , ^ealkylcarboxyCj -C^lkyl, d- 
Cfialkylcarbonyiamino, Ci^^kylcaiboiiylnaminoCi-Cealkyl, -caibonylNRsCi-CealkylCORio, 
wherein R l0 is NR 7 Rg or Ci-C«alkylNR7R«, aiylC i^^alkylrarbonylamim), aiylCj- 
CcalkylcaxbonylaininoCrQalkyl, CONR 7 R«, C 1 -C 6 alkyiCONR 7 R8 or 
ATylHTTiirin^rhQnvlaimiioCi^^lKY l, provided Rfi does not represent a heterocyclic ring 
wherein the allcyl and aryl groups are optionally substituted as defined below; 

R«is hydrogen, trihalomethyl, Ci-Csalkyl, aryl, arylCi-Caalkyl, d-Cealkyloxycarbonyl, 
aiyloxycarbonyl, arylCi -C6alkyloxycarbonyl, Ci-C^alkyloxy, Ci-C^alkyloxyCi-Cealkyl, 
aryloxyCrCsalkyl, axylQ -QalkyloxyC 1 -C 6 -alkyl, NR?^, C , -C 6 alkylaminoC x -C 6 alkyl > 
arylCi^ftalkylaminoCi-Cdalkyl, diCarylCi^^aminoCrCsalkyU Ci-C^alkylcarbonyl, C r 
C^alkylcarbonylC^fialkyl, arylCi-Cflalkylcarbonyl, arylCi-C6alkylcarbonylCi-C 6 alkyl, Ci- 
QalkylcarboxyCi-Cealkyl, aryicarboxyCrC^alkyl, arylC^alkylcarboxyCi-Csalkyl, C,- 
Cealkylcarbonylaiiiino, -carbonylNRaCi-CaalkylCORio, wherein Rio is NR7R3, or Ci- 
CfialkylNRTRs, arylCl-Cealkylcarr^nylarriino, arylCi^ealkylcarbonylarnmoCi^ealiyl 
CONR7R8, or a?ylamirK>(^rbonylaminoCi^6alkyt wherein the alkyl and aryl groups are 
optionally substituted as defined below; 
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R7 and R* are are independently a saturated or partially saturated cyclic 5, 6 or 7 membered 
amine, imide or lactam or are independently selected from hydrogen, Cj-C^alkyl, aryl, aiylCp 
C 6 alkyl, CrCealkylcaibonyl, Ci-Cealkylcarboxy or aiylC r C^alkylcaiboxy wherein the alkyl 
and aryl groups are optionally substituted as defined below; or 

R 7 and together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one Ci-C6alkyl, aryl, 
arylCi-Cdalkyl, hydroxy, CrQialkyloxy, Ci^6-alkyloxyCi-C$dkyl, Ci-C^alkyl-aminoC,- 
C*alkyl or NRnRiz, wherein Rn and R12 ate independently selected from hydrogen, C r 
C 6 alkyl, aryl, aTylC r C 6 alkyl, Ci-C<0lkyIcarbonyl, arylcarbonyl, arylCi-Cealkylcarbonyl, Cr 
C 6 alkylcarboxy or arylCi-Qjalkylcarboxy; wherein the alkyl and aryl groups are optionally 
substituted as defined below; 

wherein the optionally substituted alkyl groups are substituted wife one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR3, Ci-Csalkyl, Ci-C^alkyioxy, aryloxy, arylCj-Qsalkyloxy* » Ci-Cealkylamino, 
arylammo, arylCi-C<jalkylamino s di(aiylC 1 <: 6 alkyl)amino, Ci-C 6 alkylcarbonyl, arylCr 
Cealkylcarbonyl, Ci-Cealkylcarboxy, arylcarboxy, arylCi-C^alkylcarboxy, Cr 
Cftalkylcaibonylamino, -CrCsalkylammoCORo, wherein R13 is Ci-C^alkyl, aryl, arylCj- 
Cealkyl, CrQsalkyloxy, aryloxy, arylC 1 -C6alkyloxy; arylC^fialkylcafbonylamino, 
tetrahydrofuranyl, morpholinyi, piperazinyl, or a saturated or partially saturated cyclic 5, 6 or 
7 membered amine, imide or lactam, and 

wherein the optionally substituted aryl groups are substituted with a group selected from halo, 
nitro, cyano, trihalomethyl, Ci-Qalkyl, aryl, aiylCi-Cealkyl, hydroxy, Ci-Caalkyloxy, Cr 
CealkyloxyCrCcalkyl, aryloxy, arylCi-Cealkyloxy, arylC { -QalkyloxyC { -C 6 alkyl, C,- 
Cfialkylamino, Ci^alkylaminoCrCfialkyl, arylamino, arylCi-C^alkylammo, aryiCr 
C^lkylamino^^lkyl, di(aTylCrC6alkyl)anurK>C]<:6alkyl, Ci^alkylcaibonyl, C r 
CaalkylcaibonylCi-Cealkyl, arylCi-Cfialkykarbonyl, arylCi-C 6 alkylcarbonylC r C6aIkyl> C r 
Csalkylcarboxy, Ci-Cfialk^carboxyCrCfialkyl, arylCi-Csalkylcarboxy, arylCr 
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C&alkylcarboxyC i -C$alkyl, CrCealkylcarbonylamino, Ci-CdalkylcarbonylaminoCrCealkyl, 
atylCi-C$allcylcaibonylamino, or arylCi^-alkylcaitoottylaminoCi-Cfialkyli 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or anv optical isomer 
n* mature of optical isomers, a racemlc mixture, or anv tautomeric form, or prodrug 
thereof . 

111. (Previously presented) The compound according to claim 110, wherein K x is COOH, 
COOCi-C^Ikyl, COOaiylCi-C*alkyl, COOCi-C^alkylcarbonyloxyCi-Csalkyl orCOOQ- 
CaalkylcarbonyloxyaiylC i -Cealkyl. 

112. (Previously presented) Hie compound according to claim 1 1 0, wherein n and m are 1 . 

113. (Previously presented) The compound according to claim 1 10, wherein Y is oxygen. 

114. (Cancelled) 

115. (Previously presented) The compound according to claim 110, wherein R* and are 
hydrogen. 

116. (Previously presented) The compound according to claim 1 10, wherein is C r 
QalkylNRvRs. 

1 17. (Previously presented) The compound according to claim 1 16, wherein R 7 is hydrogen 
and R% is aiylCi-Csalkyl, 

118. (Previously presented) The compound according to claim 1 17, wherein the aryi group is 
pyridyl. 

119. (Previously presented) The compound according to claim 1 17, wherein the atyl group is 
phenyl optionally substituted with methoxy or CH 3 (CO). 
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120. (Previously presented) The compound according to claim 1 10, wherein R$ is 
arylaminocarbonylammoCrC$alkyl. 

121 . (Previously presented) The compound according to claim 110, wherein R* is 
aiyloxyCrCoalkyl. 

122. (Previously presented) The compound according to claim 121, wherein the aryl group is 
1 ,1 -dioxo-benzo[dlisothiazol-3-yl. 

123. (Currently amended) the The compound according to claim 121 , wherein the aryl 
group is l,l-dioxo-5-phenyl-isothiazol-3-yl. 

124. (Previously presented) The compound according to claim 121, wherein the aryl group is 
benzo[l,3]dioxol-5-yl. 

125. (Previously presented) The compound according to claim 121, wherein the aryl group is 
5-methoxy-2-methyl-lH-indol-3-yl, 

126. (Previously presented) A composition comprising an effective amount of a compound 
of claim 1 10, together with one or more pharmaceutical ry acceptable carriers or diluents and 
an insulin sensitizer. 



127. (Cancelled) 

128. (Currently amended) A composition comprising an effective amount of a compound 
of claim 1 10, together with eerc one or more pharmaceutical^ acceptable carriers or diluent 
and an agent stimulating insulin release from fi cells. 



129. (Cancelled) 

130. (Previously presented) A composition comprising a compound of claim 110, togethei 
with one or more pharmacentically acceptable carriers or diluents and an antiobesity agent. 
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PAGE 12/40 4 RCVD AT 6/24/20D5 1:13:12 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/0 * DNlS:8729306 * CSID:609 919 7741 * DURATION (mm-ss):1M2 



06/24/2005 12:22 FAX 609 919 7741 



NOVO NORDISK LEGAL * USPTO 



0013/040 



Application Number: 09/662,457 

Andersen et al. 

Filed: September 11, 2000 

Via Facsimile No.: 703-872-9306 

131. (Cancelled) 

132. (Previously presented) A composition according to claim 126, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically acceptable salt thereof. 

133. (Currently amended) A composition according to claim 126, wherein the insulin 
sensitizer is selected from troglitazone, ciglitazone, pioglitazone, rosiglitazone, 5-[H3- 
Methyl^xo-3,4^ydro-2^ 

344-[2-Phenoxazm-lO^ *™ d <* a pharmaceutically 

acceptable salts salt thereof 

134. (Previously presented) A composition according to claim 126, wherein the insulin 
sensitizer is Q 3<4-[2-Phenoxazin-10-yl)eto^ acid or a 
pharmaceutically acceptable salt thereof. 

135. (Cancelled) 

136. (Cancelled) 

137. (Cancelled) 

138. (Previously presented) A composition according to claim 128> wherein the agent 
stimulating insulin release from (3 cells is repaglmide. 

139. (Cancelled) 

140. (Previously presented) A composition according to claim 130, wherein the antiobesity 
agent is orlistat 

141. (Cancelled) 

142. (Cancelled) 
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143. (Currently amended) A compound of Formula 1 




Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

YisO, S, SOorS0 2 ; 

Ri is COOH, COOC!-C6allcyl f COOaiylC r C<jalkyl, COOCi-C6alkylcarbonyloxyCi-C6alkyl, 
COOCi^^lkylcarbonyloxyarylCi-Cealkyii or a S member ed hotcrocyclo s elected from ike 
group c on s isting of: 



[[ 



p 1 














*' K yOH 


£r OH 




yr 


HN'V° H 




pr OH 





]] 



Ri is hydrogen; 
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R 3 is hydrogen, O-Cealkyl, arylQ-Qsalkyl, Cj-C^alkylcaibonyloxyCi-Cealkyl or C r 
CdalkylcarbonyloxyaiylCi -Qalkyl; 

R4 is hydrogen, Ci-Cfialkyl, aiyl, atvlCi^alkv l. provided R4 does no t represent a 
heterocyclic ring; wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

R 5 is C|-C<^lkylNR 7 Rs wherein R 7 and Rg together with the nitrogen to which they are 
attached form a saturated, partially saturated or aromatic monocyclic, bicyclic or tricyclic ring 
system selected from the group consisting of pyiroiopyrazme, pyrrolopyridine, 
benzo[d]isoxazole, 1 , 1 -dioxo-1 , 3-^Jthydro-benzofdJisothiazole, pyrrolidine and 1 ,3-dihydro- 
benzo[d}isothiazole substituted with two oxo groups at the atom positions adjacent to the 
nitrogen atom, wherein the ring system is optionally be substituted with at least one Cr 
C$alkyl, aryl, arylC 1 -C 6 alkyl, COOR3, hydroxy, nitre, oxo, Ci-Caalkyloxy, arylCi-C^kyloxy, 
Ci-CealkyloxyCi-Cdalkyl, Ci<;6alkylamiiioCi-C6alkyl or NR9R10, wherein R9 and Rio are 
independently selected from hydrogen, Cj-Qalkyl, aryl, arylCi-Cealkyl, Ci-Cdalkylcarbonyl, 
arylcarbonyl, arylCi-Cealkylcarbonyl, Ci-O-alkylcarboxy or arylC 1 -C 6 alkylcarboxy; wherein 
the alkyl and aryl groups are optionally substituted as defined below; 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, C r 
Csalkyl, Cj-Cealkyloxy, aryloxy, aryiCi-Qalkyloxy, Ci-C&alkylamino 3 arylamino, arylCr 
Cealkylamino, di(arylCi-C6aIkyl)ammo, C-C^alkylcarbonyl, arylCi-C^alkylcarbonyl, C,- 
Cealkylcarboxy, arylcarboxy, arylCi-QaBcylcarboxy, Ci-Cealkylcarbonylamino, -Ci- 
C6alkylaminoCORi3, wherein R n is Q-Qalkyl, aryl, arylCi-Cealkyl, C r C 6 alkyloxy, aryloxy, 
arylCi-Ce^lkyloxy; arylCi-Cealkylcarbonylamino, tetrahydroturaiiyl, morpholinyl, 
piperazinyl, or a saturated or partially saturated cyclic 5, 6 or 7 membered amine, imide or 
lactam, and 

wherein the optionally substituted aryl group is substituted with a group selected from halo, 
nitro, cyano, trihalomethyl, Ci-Cealkyl, aryl, arylQ-Cealkyl, hydroxy, COOR 3 , , Ci- 
Csallcyloxy, CrCealkyloxyCt-Cealkyl, aryloxy, arylCi-Cfialkyloxy, arylC^ealkyloxyCr 
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Cealkyl, C]-C«alkylamino» Ci-C^lkyl^^oCrCfialkyl, aiylamino, aiylCi^altylanimo, 
aryiCi-C^ll^I-aminoCi-C^alkyi, di(arylC^6 a ^l) aiI ^ no ^i 4 '^6 a ^ c y^ C|-C fi alkylcarbonyl, Ci- 
C6alkylcarbonyICi-C6alk)1> aiylCi-Cealkylcarbonyl, arylCi-CcalkyicarbonylCi-C^alkyl, d- 
Qsalkylcaiboxy, Ci-CealkytoarboxyCi-Cealkyl, arylCi^ealkylcaiboxy, aiylCr 
CeallqrlcaiboxyCi-Cealkyl, catboxyCi-Ca-alkyloxy, Ci-Qalkylcatbonylamino, 
C^lkylaminoCORia, wherein R| 3 is Ci-C 6 alkyl s aiyl, arylCi-Csalkyl, Cj-Qalkyloxy, aiylaxy, 
arylCi-Cealkyloxy; arylC i-C 6 alkylcarbonyl amino or, aiylCi^-alkylcaTbonylaminoCi- 
Cfialkyl,; 

is hydrogen,! 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug thereof. 

144. (Previously presented) The compound according to claim 143, wherein the ring system 
is l,3-dihydro-benzo[d]isothiazoIyI, substituted with 2 oxo groups at the atom positions 
adjacent to the nitrogen atom. 

145. (Previously presented) The compound according to claim 143, wherein the ring system 
is thiazolidin-2,4-dione. 

146. (Previously presented) The compound according to claim 143, wherein the ring system 
is 5-(aiyl-methyl)-thiazoIidin-2,4-dione. 

147. (Previously presented) The compound according to claim 143, wherein the ring system 
is pyrrolo[3,4-b]pyridine-5,7-dione, 

148. (Previously presented) The compound according to claim 143, wherein the ring system 
is pyrrolo[3,4-b]pyridine-l,3-dione. 

149. (Previously presented) The compound according to claim 143, wherein the ring system 
is pyrrolo[3,4-b]pyrazine-5 7 7-dione. 
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150. (Previously presented) A composition comprising an effective amount of a compound 
of claim 143, together with one or more pharmaceutical^ acceptable earners or diluents and 
an insulin sensitizer. 

151. (Cancelled) 

152. (Previously presented) A composition comprising an effective amount of a compound 
of claim 143, together with one or more pharmaceutically acceptable carriers or diluents and 
an agent stimulating insulin release from £ cells. 

153. (Cancelled) 

154. (Previously presented) A composition comprising a compound of claim 143, together 
with one or more pharmaceutically acceptable carriers or diluents and an antiobesity agent. 

155. (Cancelled) 

1 56. (Previously presented) A composition according to claim 1 50 3 wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically acceptable salt thereof. 

157. (Currently amended) A composition according to claim 1 50, wherein the insulin 
scnitizcr sensitizer is selected from troglitazone, ciglitnzone, pioglhazorte, rosigritazone, 5- 
[4-[3-Me1hyMK)X0-3,4^ihydro-2^ 

dione and 3 -[4-[2-Phenoxazin- 1 0-yl)ethoxyJphenyI]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salts salt thereof. 

158- (Currently amended) A composition according to claim 150, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazm-lC^y])ethoxy]ph^ acid or a 

pharmaceutically acceptable ealts salt thereof. 
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159. (Cancelled) 

160. (Cancelled) 

161. (Cancelled) 

162. (Previously presented) A composition according to claim 152, wherein the agent 
stimulating insulin release from P cells is repaglinide, 

163. (Cancelled) 

164. (Previously presented) A composition according to claim 1 54, wherein the antiobesity 
agent is orlistat. 

165. (Cancelled) 

166. (Cancelled) 

167. (Currently amended) A compound of Formula 1 

Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

Yis O, S, SOorSCh; 

R, is COOH, COOCi-Gsalky], COOaiylCi-Cealkyi, COOC 1 -C 6 alkylcarbonyloxyCi-C 6 alkyl J 
COOC] -C^IkylcarbonyloxyarylC i -Cealkyli or a 5 - mcmb e r e d hetcroeyclc s elected from th e 
group-ooastetlng of 
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[[ 

H o P 

y_» J^tr™ ^r OH hij^" oh 

H (% 

N' N *S*0 o-V" s' N v 0H n m v oh H'V-* 

y6 )=* yi y~6 




R 2 is hydrogen; 

R3 is hydrogen, Ci-Ce&lkyl* arylCi-Cealkyl, Ci-C^alkylcarbonyloxyCi-Cealkyl or Ci- 
C&atkylcarbonyloxyaiylCi-Cealkyl; 

R4 is hydrogen, Ci-Qalkyi, aryl, arvlCi-Qalkvh provided does not represent a 
heterocyclic group: wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

R 5 is C|-C 6 alkyINR7R8 wherein R7 and Rg together with the nitrogen to which they are 
attached form isoindol wherein the ring system is optionally be substituted with at least one 
Ci-C<salkyl, aryl, arylCi-Cealkyl, fluoro, hydroxy, oxo, Cj-C^alkyloxy, arylCrQalkyloxy, C r 
Cc-alkyloxyCt-Cealkyl, C 1 -C 6 alkytonino-C 1 -C 6 alkyl or NR9R10, wherein R9 and Rio are 
independently selected from hydrogen, Ci-Csalkyl, aryl, arylC r C 6 alkyl, Ci-C^Ikylcarbonyl, 
arylcarbonyl, arylCi-C6alkylcarbonyl, O-Cealkylcarboxy or arylCj-Cealkylcarboxy; wherein 
the alkyl and aryl groups are optionally substituted as defined below or optionally substituted 
with one chloro or six chloros; 
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wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, iritro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR3, C|-C«alkyl, Ci-C^alkyloxy, aryloxy, arylCrC 6 alkyloxy, Ci-Cealkylamino, arylamino, 
aiylCi-Csalkylamino, di(arylCi-C6alkyl)amino f Ct-Caalkylcarbonyl, aiylCi-Q-alkylcarbonyl, 
Ci-C^alkylcaiboxy, arylcaiboxy, arylCrCealkylcarboxy, CrCealkylcaxbonylamino, -Cr 
QalkylaminoCORj^oalkylaminoCORu, wherein R I3 is Ci-Csalkyl, aryl, arylCi-Cftalkyl, Ci- 
Qalkyloxy, aryloxy, arylCi-Qalkyloxy; aiylCi-C 6 alkylcaibonyl amino, tetrahydrofiiranyl, 
moipholinyl, piperaziny], , or a saturated or partially saturated cyclic 5, 6 or 7 membered 
amine, imide or lactam, and 

wherein the optionally substituted aryl group is substituted with a group selected from halo, 
nitro, cyano, trihalomethyl, Ci-Cealkyl, axyl, aiylQ-Qalkyl, hydroxy, COOR3, Ci- 
Cealkyloxy, Ci-C^kyloxyQ-Qalkyl, aryloxy, arjrlCi-C 6 aDcyloxy, arylCi-C 6 alkyloxyCi- 
C6alkyl, Ci-C 6 alkylthio, arylCi-C 6 alkylthio, NR 7 Ra, C,-C 6 -alkylamino 9 Ci-CealkjIaminoCi- 
C 6 alkyl, arylamino, arylCi-Ctalkylamino, aiylCi^ftalkyl-aminoCi-C^lkyl, di(aiyiCi- 
C6alkyl)ammoCi-C 6 aIkyl, C|-C 6 alkylcaibonyl, Ci-C e alkylcarbonylCi*C6aIkyl, arylCr 
Cealkylcaibonyl, arylCi <^altylcarbonylC 1 -C^alkyl , Ci-Cealkylcarboxy, Q- 
C 6 alkylcarboxyC]-C 6 alkyl, aiylC 1 C^alkylcarboxy, axylC r C6alkylcarboxyCi-C6alkyl, 
carboxyCi-Cfi-alkyloxy, Ci-C6alkylcaibonyIamino, Ci-C6alkylcarbonylaminoC 1 -C$alkyl, 
-carbonylNR 7 C l -C 6 alkylCORn ) , wherein Ri , is Ci-C6alkyl, aryl, aiylQ -Chalky], C r 
C 6 alkyloxy, aryloxy, arylCi-Cealkyloxy, aiylCrCealkylcarbonylamino, arylCi-C6- 
alkylcarbonylaminoCi -CeaDcyfe 

R^ishydrogeni 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racernic mixture, or any tautomeric form, or prodrug thereof. 

168. (Previously presented) The compound of claim 167, wherein the ring system is 
optionally substituted with hydroxy, nitro, methoxy, benzyloxy, fluoro, chloro 
CH3CH 2 CH 2 NHC(0)- or CHbQONH. 
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169. (Previously presented) A composition comprising an effective amount of a compound 
of claim 167, together with one or more pharmaceutically acceptable carriers or diluents and 
an insulin sensitizer. 

170. (Cancelled) 

171. (Previously presented) A composition comprising an effective amount of a compound 
of claim 1 67, together with one or more phaimaceutically acceptable carriers or diluents and 
an agent stimulating insulin release from fi cells. 

172. (Cancelled) 

173. (Previously presented) A composition comprising a compound of claim 167, together 
with one or more pharmaceutically acceptable carriers or diluents and an antiobesity agent. 

174. (Cancelled) 

175. (Previously presented) A composition according to claim 169, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically acceptable salt thereof. 

176. (Currently amended) A composition according to claim 169, wherein the insulin 
s onitizer sensitizer is selected from troglitazone, ciglitazone > pioglitazone, rosiglitazone, 5- 
^-[S-Melhyl-^xo-S^^hydro-^ 

dione and 3-[4^2-Phenoxazin-10-yl)ethoxy]phenyl]-2^thoxypropanoic acid or a 
pharmaceutically acceptable salts salt thereof. 

177. (Currently amended) A composition according to claim 169, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2^thoxypropanoic acid or a 
pharmaceutically acceptable salts salt thereof. 
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178. (Cancelled) 

179. (Cancelled) 

180. (Cancelled) 

181. (Previously presented) A composition according to claim 171, wherein the agent 
stimulating insulin release from p cells is repaglinide. 

182. (Cancelled) 

183. (Previously presented) A composition according to claim 173, wherein the antiobesity 
agent is orlistat. 

184. (Cancelled) 

185. (Cancelled) 

186. (Currently amended) A compound of Formula 1 



wherein 

n is 1 or 2; 

m is I or 2; 

YisO, S, SOorSCk; 

Ri is COOH, COOC r C 6 alkyl, COOarylCj-Cealkyl, COOCrCftalkylcarbonyloxyCi^Csalkyl, 
COOCi<:6an^lcarborryloxyarylCi-C6alkyli or a S rocmborod heterocyclc selected from the 
group consisting of: 
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R2 is hydrogen; 

Rs is hydrogen, Ci-Caalkyl, arylCi-CeaUcyl, Ci-CealfcylcarbonyloxyCi-Cfialkyl or C r 
C6aIkylcarbonyIoxyarylC i-C 6 alkyl; 

R4 is hydrogen, Cj-Qalkyl, aryl, aryICi-C 6 alkvl , provided Ri does not represent a 
heterocyclic ring: wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

R 5 is Ci-CfialkylNRTRg or aiylCi-CeaU^lcarbonylarninoCi-Cealkyl, wherein the alkyl and aryl 
groups are optionally substituted as defined below; 

R* is hydrogen, trihalomethyl, CrQalkyl, aryl, arylCi-Csalky], hydroxy, oxo, carboxy, 
carboxyCi-C6alky] 1 Ci^alkyloxycaitxrayl, aryloxycarbonyl, arylCi -Qalkyloxycarbonyl, d- 
CealkyioxyCi-Qalkyl, aryloxyCrCftalkyl, arylCrCeallcyloxyCi-Cealkyl, NR 7 Ra, Ci- 
CijalkylaminoCrCealkyl, arylCi-CdalkylaininoCi-Cealkyl, di(arylCi-C6alkyl)aminoCt- 
Cdalkyl, Ci-Cealkylcarbonyl, C j -C^alkylcarbonylCi -Csalkyl, arylCi^ealkylcarbonyl, arylCi- 
C 6 -alkylcarbonylCi-C6alkyl, Ci-C6alkylcarboxyCi-C 6 alkyl, arylcarboxyCi-Cealkyl, arylCi- 
C«aIkylcarboxyCrC6alkyl, Ci-CsalkylcaAonylamino, Ci-CsatkylcarbonylaminoCi-Cealkyl, 
-carbonylNRgCi-CealkylCORn, wherein R n is NR 7 Ra, or C,-C6alkylNR 7 R a , arylCl- 
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C 6 alkylcarbonylamino, arylCi-C^alkylcarbonylaminoCi-Cealkyl, CONR 7 R$, Cr 
C 6 alkylCONR 7 Rs or arylaminocarbonylarninoCi -Csalkyl; wherein the alkyl and aryl groups 
are optionally substituted as defined below; 

R 7 and are independently selected from hydrogen, Ci-Cealkyl, aryl, arylCi-C*alkyl, d- 
Cealkylcarbony), arylcarbonyl, arylCi-Cealkylcarbonyl, Ci-Cealkylcarboxy or arylCi- 
C$alkylcarboxy wherein the alkyl and aryl groups are optionally substituted as defined below; 
or R 7 and R* are independently a saturated or partially saturated cyclic 5, 6 or 7 membered 
amine, imide or lactam; 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo„ 
COOR 3 , Ci-Cealkyloxy, aryloxy, arylCi-C 6 alkyloxy > Ci^alkylamino, arylainino, arylCi- 
Cfialkylamino, di(arylCi-C6alkyl)amino, Ci-Cealkylcarbonyl, arylCi-Csalkylcarbonyl, C } - 
Cealkyl-carboxy, arylcarboxy, arylCi-Cfialkylcarboxy, C i -Csalkylcarboirylamirjo, -Ci- 
CfialkylaminoCORu, , wherein R13 is Ci-Cealkyl, aryl, arylCj-Cealkyl, Ci-Qalkyioxy, 
aryloxy, arylCi-Cnalkyloxy > ajylCi-Cealkylcarbonylamino, tetrahydrofuranyl, moipholinyl, 
piperazinyl, or a saturated or partially saturated cyclic 5, 6 or 7 membered amine, imide or 
lactam; and 

wherein the optionally substituted aryl group is substituted with a group selected from halo, 
nitro, cyano, trihalomethyl, Ci-Cealkyl, aryl, arylQ -Chalky!, hydroxy, COOR3, Cr 
C^alkyloxy, Ci-QalkyloxyCi-Cealkyl, aryloxy, arylCi-Cealkyloxy, arylC 1 -C 6 alkyloxyC x - 
C6alkj1, Ci-Ctjalkylthio, arylthio, aiyJCj-Cealkylthio, Ci-Ce-alkylamino, Cj-CealkylaminoCi- 
C^alkyl, arylamino, arylCj -Qalkylamino, aiylCi^alkylaniinoCi^ealkyl, di(arylC r 
C6aIkyl)aminoC]-C6alkyl f Ci-Cdalkylcarbonyl, Ci-CealkylcarbonylCi-Cealkyl, arylC,- 
Cftalkylcarbonyl, arylCj^alkylcarbonylCrCfialkyl, C 1 -C 6 alkylcarboxy, arylC r 
Qalkylcarboxy, Ci-Cbalkylcarbonylamino, Ci<; fi alkylc^bcmylaminoCi-C6alkyl, arylCi- 
Cealkylcarbonylamino, aryl Ci-C6-alkylcarbonyl ami noC r C6alkyl, i 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug thereof. 
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1 87. (Previously presented) The compound according to claim 1 86, wherein R| is COOH, 
COOCi-Cealkyl, COOejylCrQjalkyl, COOCrCealkylcarbonyloxyCi-C^alkyl, COOC,- 
C6alkylcarbonyloxyaryICi-C6alkyl* 

188. (Previously presented) The compound according to claim 1 86, wherein n and m are 1. 

1 89. (Previously presented) The compound according to claim 186, wherein Y is oxygen. 

190. (Cancelled) 

191. (Previously presented) The compound according to claim 1 86, wherein R* and Re are 
hydrogen. 

192. (Previously presented) The compound according to claim 1 86, wherein R« is Q- 
CaalkylNR 7 R«. 

1 93 . (Previously presented) The compound according to claim 1 92, wherein R7 is hydrogen 
and R$ is arylCi-Cgalkyl. 

1 94. (Previously presented) The compound according to claim 1 93, wherein the aryl group is 
pyridyl. 

1 95. (Previously presented) The compound according to claim 1 93, wherein the aryl group is 
phenyl optionally substituted with methoxy or CHsCfO). 

1 96. (Previously presented) The compound according to claim 1 86, wherein R« is 
arylaminocarbonylaminoC 1 -C^alkyl. 

197. (Previously presented) The compound according to claim 186, wherein R« is 
aryloxyC 1 -C6 a Ikyl. 
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198. (Previously presented) The compound according to claim 1 97, wherein the aiyl group is 
1 , 1 -dioxo-benzo[d]isothiazol-3-yl. 

199. (Currently amended) the The compound according to claim 197, wherein the aiyl 
group is l,l-dioxo-5-phenyl-isothia2ol-3-yl. 

200. (Previously presented) The compound according to claim 1 97, wherein the aryl group is 
benzo[ 1 ,3}dioxol-5-yl. 

201. (Previously presented) The compound according to claim 19T f wherein the aryl group is 
5-methoxy-2-methyl- 1 H-indol-3-yl. 

202. (Previously presented) A composition comprising an effective amount of a compound 
of claim 1 86, together with one oi more pharmaceutical^ acceptable earners or diluents and 
an insulin sensitizer. 

203. Cancelled) 

204. (Previously presented) A composition comprising an effective amount of a compound 
of claim 186, together with one or more pharmaceutical^ acceptable carriers or diluents and 
an agent stimulating insulin release from £ cells. 

205. (Cancelled) 

206. (Previously presented) A composition comprising a compound of claim 186, together 
with one or more pharmaceutical^ acceptable carriers or diluents and an antiobesity agent. 

207. (Cancelled) 

208. (Previously presented) A composition according to claim 202, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutical^ acceptable salt thereof 
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209. (Currently amended) A composition according to claim 202, wherein the insulin 
se nitizcr sensitizer is selected from troglitazone, cigKtazone, pioglitazone, rosiglitazone, 5- 
[[4-[3-Methyl-4^xo-3 > 4^hydro-2^uinazolmyl]methoxy]phenyl-m 

dione and 3-[4-[2-Phenoxazin-10-yl)ethQxy]phenyl]-2^thox>propanoic acid or a 
pharmaceutical^ acceptable satis salt thereof. 

210. (Previously presented) A composition according to claim 202, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxa2in-10-yl)ethoxy]phenylJ-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

211. (Cancelled) 

212. (Cancelled) 

213. (Cancelled) 

214. (Previously presented) A composition according to claim 204, wherein the agent 
stimulating insulin release from P cells is repaglinide. 

215. (Cancelled) 

216. (Previously presented) A composition according to claim 206, wherein the antiobesity 
agent is orlistat. 

217. (Cancelled) 

218. (Cancelled) 

219. (Previously presented) A compound which acts as an inhibitor of Protein Tyrosine 
Phosphatases selected from the group consisting of 

2-(Oxalyl-amino) (1 ,1 jS-trioxc-l^-d^hyd^-lH-benzotdJisothiazol^-ylmethyl)^,?- 
dmydro-5H-thieno[2,3-c]pyran carboxylic acid; 
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5-(4-Chloro-l 3-dioxo-l,3^ydr<>-isoindoM^ 
dihydro-5H-thieno[2,3<]pyran-3-carboxylic acid; 

5-(4,5,6J-TetraMoro-l s 3^iox^ 
4,7-dihydro-5H-thieno[2,3<]pyran-3-carboxylic add; 

5-(5-Methoxy- 1 ,3-dioxo- 1 ,3 ^ihydro-isoindo]-2-ylmethyl)r2^oxalyl-amino)-4 f 7- 
dihydro-5H-thieiio[2,3-c]pyran-3-caiboxylic acid; 

5-(4-Hydroxy-l a 3^oxo-l^^ihydro-isora^ 
dihydro-5H-thieno[2,3-c}pyran-3-carboxylic acid; 

5-(4~Benzyloxy-l ,3-dioxo-l ^^hydio-isoindol-2-ylme^^ 
dihydro-5H-thienof2 > 3-c]pyran-3-caiboxylic acid; 

5-(4-Huoro~l^ioxo-l^-dihydro-iro 
dihydit>-5H-thieno[2,3-c]pyran-3-caiboxylic acid; 

5-( 1 ,3-Dioxo- 1 , 3^ydio-beiL^[jgisoindo]-2-ylmethyl)-2^a^ 
dihydro-5H-thieno[2,3^]pyian-3-caiboxylic acid; 

5-(5-Acetylamino- 1 ,3-dioxol jS^hydn^isoindol-Z-ylmethyl^-foxalyl-amiiio)^^- 
dihydro-5H-thieno(2 > 3-c]pyran-3-caiboxylic acid; 

5-(4-Acetylainino-l,3-dioxo-l ,3-dihydro-isoindol-2-yImethyl)-2^oxalyl-araiiioV4,7- . 
dihydro-5H-thiCTo[2,3-c]pfjTan-3-carboxylic acid; 

5-(5 t 7-Dioxo-5J^iihydro-pyi^ 
dihydro-5H-thieno(2,3^]pyran-3<aiboxylic acid; 

7^5J-Dioxo-5,7KUhydro-pyirolo[3,^ 
dihydro-5H-thieno[2,3^c]pyran-3-caiboxylic acid; 

5^5,7-Moxo-5j-dihydrcKpyiroto^^ 
dihydro-5H- thieno [2,3 -c]pyran-3 -caxboxylic acid; ■ 

5^5,7-Dioxo-5jKlihydrD-pyn©lo[3,4<]pyridin^^ 
dihydbco-5H-thieno[2,3-cJpyran-3-carboxylic acid; 

5-(5-Nitro-l ,3-dioxo-l ,3-dihydro-isoiiKlol-2-ylmethyl)-2-(oxdyl-aminoH 
5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Hydroxy-l ,3-dioxo-l .S-dihydio-isoindoI^-ylmethyl^^oxalyl-aniino)^,?- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4-Methoxy-13-dioxo-l 3-dihydro-isoindol-2-yImethyl) (oxalyl-amino)-4,7- 
dihydro-5H-thieno[2 3 3-c]pyran-3-carboxylic acid; 
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5^4-Nitro-l,3^oxo-l,3^fliydro^^ 
5H-thienot2 t 3-c}pyraT]-3-carboxylic acid; 

5^4-(4<3Joro-phenylsul&nyl)-6-methyl-] s 3-dioxo-l ,3-dihydro-pyrrolo[3,4- 
c]pyridin-2-ylmethyl)-2-(oxa^ acid; 

5-(3-Imidazol- 1 -yl-2,5-dioxo-pyiroIidin-l -ylmethyl)-2-(oxfllyl-am!iio)-4 s 7-dihydrD- 
5H-thieno[2,3-c]pyran-3-caiboxyIic acid; 

Oxalic acid 3n;aitoxy-2^oxalyl-ainmo)^J-dih^ 
ylmethyl este rmethyl; 

Oxalic acid (3^arboxy-2-(oxalyKamino)^,7^ihyd^ 
yhnethyl) ester, 

7-Hydroxymethyl-2<oxalyl-amm^^ carboxylic 

acid; 

7-(2,4-Dioxo-tlriazolidin~3-yl^ 
c]pyran-3-carboxylic acid; 

7-( 1 ,3-Dioxo- 1 3-dihyd^-isoindoN2-yloxymefo^ 
thieno[2,3-cJpyian-3-caiboxylic acid; 

7-{4-Hydroxy- 1 ,3-dioxo- 1 3-^ydro-isoindol-2-ylmeAyt)-2^oxalyl-aminoM,7- 
dihydxo-5H-thieno[2 , 3 -c Jpyran-3 -carboxylic acid; 

5-(5-Methoxy-l 9 3-dioxo-l »3^ydioMsoindol-2-ylm^ 
dihydro-5H-thieno[2,3-c]pyran-3 -carboxylic acid; 

7-(5,7-Dioxo-5,7-dihydio-[ 1 >3 Jdioxolo[4,5-f]isoindol-6-ylmethyl)-2H;oxalyl-amino)- 
4 J-dihydro-5H-thierio[23-c]pyraii-3-carboxylic acid; 

7-(((Benzo[l ,3 Jdioxole carbonyl)amino)me%l)-2^oxa^^ 
thimo [2 ,3-c]pyrarH3 -carboxylic acid; 

7-(3-(2Al>imethoxy-pheoyl)ura 
thieno[2,3-c]pyran-3-carboxy!ic acid; 

2-(Oxalyl-amino)-5-phenylcaA 
carboxylic acid; 

5-Ben2ylcarbamoyl-2-(oxdyl-arruTO 
carboxylic acid; 

2<Oxaryl-aminoM,7-dihydro-5H-thi^ acid 7-ethyl 

ester; 
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7-Benzylcarbamoyl-2^oxalyl-am 
caxboxylic acid; 

7-((2-(4-Me*anesulfonyl^ 
dihydro-SH-thienop^ -cJpyran-3-carboxylic acid; 

2^(3^axboxy-2-(oxdyI-aminoMJ-KHhydro-5H^ 
carbamoyl)nicotinic acid; 

7^2,4-lMoxo-5-pyridm-2-ylme^ 
dihydro-5H-thieno[2,3-c]pyran-3-carboxyKc acid; 

7^2,4-Dioxo-5-pyridinylmethyl-ttoa2olidin-3-ylm^ 
dihydro-5H-thieno[2 9 3-c]pyraii-3-carboxylic acid; 

7-(S^4-Methoxy-benzylidOT^ 
4 J^ihydro-5H-thieno[2,3^]p3aan-3K»rboxylic acid; 

7^5^4-Acelylamino-benzyiiden^^ 
amino)^,7Kiihydio-5HMhieiro^ acid; 

7-(5<3 f 5-Dimeliboxy-benzylidene)^2 7 4^joxo-thiazoli 
ainmo^^-dihydrr^SH-thienDp,^ 

7-[5^ H4mirkzoM(5>ylmethylera^ 
amino)^,7-dihydro-5H-thietto^ acid; 

5-(l ,3-Dioxo-4,7-epoxido- 1 ^.^S^^-hexahydro-isoindol^-y 
mino)^J^it^dro-5H-tbieno[2,3^]pyran-3-cart)Oxylic acid; 

7^((2R) Amiiio-3 -phenyl^opicmylammo)meth^ 
thieno[2,3-c]pyfan-3-carboxylic acid; 

7-((2-A<^lammo-3-(4-hydroxy 
4 > 7-dihydro-5H-thieno[23-c]pyian-3<arboxylic acid; 

7^(2-Acetylamino-3-methyl-but^ 
thieno[2,3-c]pyran-3-carboxylic acid; 

2-(Qxalyl-amino)-7-(l 5 1 ,3-trioxo-l 3^ydro-l H-benzo[d]isothia^l-2-ylmethyl)-4,7- 
dihydro-5H-thieno[2 ? 3-c]pyran-3-carboxylic acid; 

2<OxalylHarxuno)-7-(l 1 13-tiioxo-lH-benzo[d]isothiazol- 
5H-thieno[2 ,3 -cJpyran-3 -carboxyli c acid; 

2^0xalyl-amino>-7^3K)XO-3H-beiizo[d]ispxazol-2-yJmethylH 
thieno[2^3-c]pyran-3-carboxylic acid; 
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2-(QxalyI-amino)-7-(l ,1 ,3-trioxo-5-phenyl- 1 ^-dihydro-isothiazol-Z-ylmethyl)^^- 
dihydro-5H-thieno[2,3-c]pyran-3-caiboxylic acid; 

7-(l 1 -rtox<>-5-pheiiyMH-isothiazol-3^ 
5H-thieno[2,3-c]pyran-3"Caiboxylic acid; 

2-(Oxalyl-amino>5-{l , 1 ^-trioxo-S-phenyl-l ,3-dihydro-isotWazol-2-ylmethyl)-4,7- 
dihydix>-5H-thieiio[2,3-c]pyran-3-cafboxylic acid; 

5-(l , 1 -Dioxo-5-phenyl- lH-isothiazal-3 -yJoxymethyl^Z^oxfllyl-amino^^-dihydro- 
5H-thieno[2 1 3-c]pyran-3-carboxylic acid; 

5^6-Chloro-U3-trioxo-23^^ ylmethyl)- 
2<oxdyl-amiiK>H/7-dihydrx>-5H-tta acid; 
S-(6-ChloTo-l , 1 -dioxo-4H-thienc[3,2-e]- 1 ,2,4-thiadiazine-3 -yloxymethyl)-2- (oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3 -c]pyran-3 -carboxylic acid; 

7^1,3-lMoxo-l ? 3-dihydro-benzo[d]i^^ 
dihydro-5H-thieno [2, 3 -c]pyran carboxylic acid; 

5-0 ,3-Dioxo- 1 ,3-dihydro-berizQ[d]isothiazol^ 
dihydio-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Benzyl-l, 1 -dioxo-[l ,2,5]thiadiazo1idin-2-ylmethyl)-2^oxalyl-amino) ^7- 
dihydm-SH-tMeno[2,3-c]pyTan0^rboxylic acid; 

5-(5-EthyH , 1 -dioxo-[ 1 ,2,5]tiiiadiazolidin-2-ylmethyl)-2^oxalyl-a^ 
5 H-thieno [2 s 3 -c)pyian-3 -carboxylic acid; 

2^0xalyI-amino)-7^K>xo-l,3^ihydro-^^ 
thieno[2,3-c]pyran-3-carboxylic acid; 

2-(Oxalyl-ammo)-5^2 s 2,2-trifluoio^ 
c]pyran-3-carboxylic acid; 

5-{((Benzo[l ,3]cKoxol-5-ylmethyl)-amiiK))m 
thieno[2,3-c]pyran-3-carboxyIic acid; 

5<(2-Methoxy-baizylainino)methyl^^ 
c]pyran-3-carboxylic acid; 

5-((2-Benzo[l 3]dioxol yl-acetylamino)methy])-2^oxa]yl-a^ 
thieno[23-c]pyran-3-carboxylic acid; 

5 -(((5 -Methoxy-2-rnethy I- 1 H-indoI-3-carbonyI)amino)methyl)-2-(oxdyl-amino)-4,7- 
dihydr<>-5H-thieno[2 > 3^]pyran-3-carboxylic acid; 

-25- 
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5-( 1 ,3 -Dioxo-5-propylcarbainoyl- 1 3-dihydro-isoindol-2-yhne4yl)-2-(oxalyl-amino)- 
4,7-dihydrQ-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

or a salt thereof with a phaxmaceutically acceptable acid or base, or any optical isomer 
ormixture of optical isomers, including a racemic mixture, or any tautomeric form, or prodrug 
thereof. 

220. (Currently amended) A compound of Formula 1 



wherein 

n is 1 or 2; 

mis lor 2; 

YisO, S,SOorSC>2; 

Ri is COOH, COOCi-Cealkyl, COOaiylCi-C fi alkyl, COOCi-CealkylcarbonjioxyCi-Cealkyl, 
COOCi^salfcylcarbonyloxyarylCi-Cealkyli or a S - mombercd hctcrocyclcs s elected from 
the group consi s ting of i 
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R2 is hydrogen; 

R 3 is hydrogen, d-C 6 alkyl > arylCi-Csalkyl, C| -C^alkylcarbonyloxyC 1 -Csalkyl or C r 
C6alkylcarbonyloxyarylC l -C6aIkyl; 

R4 is hydrogen, Chalky!, aryl, arylCi-C&alkyl ^provided Ri does not represent a 
heterocyclic ring: wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

R 5 , is hydrogen, trihalomethyl, Ci-Qalkyl, aryl, aryiCrQalkyl, Ci-Cealkyloxycarbonyl, 
aryloxycarbonyl, arylC 1 -C 6 alkyloxycarbonyl, Ci-Caalkyioxy, C 1 -QalkyloxyC 1 -Chalky! , 
aryloxyCi-Cealkyl, arylCi-C^alkyloxyCi-Ce-alkyl, NR 7 R^ Ci<:6alky1aminoCi-C6alkyl 7 
arylCi-CealkylaminoCi-Cealkyl, di(arylCj-C 6 alkyl)aminoCi-C6alkyl, Ci-C^lkylcarbonyl, Ci- 
CealkylcafbonylCi-Cealkyl, arylC , -C^lkylcaibonyl, arylCi-CealkylcarbonylCi-Cealkyl, C r 
CealkylcarboxyCi-Cealkyl, arylcartoxyCi-Caalkyl, arylCi-C 6 alkylcarboxyCi -Cealkyl, Ci- 
Qalkylcarbonylamino, C 1 -C 6 alkylcarbonyl-amiDoC]-C6alkyl> -carbonyINR ? C,-C^JkyICORi Q> 
wherein Rio is NRtRa, or C j-C6alkylNR 7 R«. arylCi-C 6 alkylcarbonylamino 7 arylCi- 
CealkylcarbonylarainoCrC^alkyl, CONR 7 Rg, C 1 -C 6 alkylCONR 7 R8 or 
arylarnuiocarbonylaminoCi -GsalkvL provided R< does not represent a heterocyclic ring : 
wherein the alky] and aryl groups are optionally substituted as defined below and; 
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R<sis trihalomefhyl, CrQalkyl, aiyl, arylCi-C 6 alkyl, C|-C 6 alkyloxycarbonyl, atyloxycarbonyl, 
arylCj -C 6 alkyloxycarbonyl, Ci-C 6 alkyIoxy, Ci-CcalkyloxyCi^lkyl, aryloxyCj^lkyl, 
atyld-QalkyloxyCi-Cs-alkyl, NR 7 Rg, Ci-CtialkylaminoCi-Cfialkyl, aiylC r C6alkylaminoC r 
C 6 alkyl, di(ai>1Ci-C6alk^)aminoCrC6alkyl > d-Qalkylcarbonyl, Ci-CealkylcaiboiiyiCi- 
CealkyL aiylCi-Cfialkylcarbonyl, arylCi-CealkylcarbonylCi-Cialkyl, Ci-C 6 alkylcarboxyC|- 
C<;alkyl, aiyIcaiboxyC l -C 6 alkyl, arylCj-Cealkylcatboxyd-Csalkyl C i -C 6 alkylcarbon>iainino J 
catbonylNRgCi-C^kylCOR^^herein R 10 is NR 7 Rs, or Q-QalkylNRTR^ arylCi- 
Cealkylcarbonylamino, aiylCi^^lkyl^bonylaminoCi^^Ikyl, CONRjRg, or 
arylaminocarbonylaminoC] -Ccalkyl; wherein the alkyl and aryl groups are optionally 
substituted as defined below and; 

R 7 and Ra are independently selected from hydrogen, Ct-C 6 alkyl aryl, atylCi-Ctalkyl, d- 
Cealkylcarbonyl, Ci-Cealkylcarboxy or arylC \ -Qalkylcarboxy, a saturated or partially 
saturated cyclic 5, 6 or 7 membered amine, imide or lactam, or 

R? and Rg together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one Ci-C6alkyl, aryl, 
arylCi-Cealkyl, hydroxy, Ci-C 6 alkyloxy, Ci-Q-alkyloxyCi^lkyl, Ci-Csalkyl-aminoCi- 
C6alkyl or NRnR] 2 , wherein Ri 1 and R| 2 are independently selected from hydrogen, Ci- 
Csalkyl, aryl, arylCj-Cealkyl, Ci-C 6 aIkylcarbonyl, arylcarbonyl, arylCi-Cealkylcarbonyl, C r 
C 6 alkylcarboxy or aryld-Csalkylcarboxy; wherein the alkyl and aryl groups are optionally 
substituted as defined below, 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR3,Ci-C 6 alkyl, C 1 -C 6 alkyloxy, atyloxy, arylCi-Cealkyloxy, Ci-Cealkylamino, arylamino, 
arytCi^salkylamino, di(arylCi-C6aIkyl)ammo, Ci-C 6 alkylcarbonyl, arylCi-Qalkylcarbonyl, 
Ci-C 6 alkylcarboxy, arylcarboxy, aiyiC t -Ccalkylcaxboxy, Ci<: 6 alkylcaroonylamino, -C r 
CealkylaminoCORn, wherein R 13 is Q-Qalkyl, aryl, aiylCi-Cealkyl, C I -C 6 alkyloxy > aryloxy, 
arylCi-Cbalkyloxy, arylCj ^Cealkylcarbonylamino, tetrahydrofuranyl, morpholinyl, 

-28- 
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piperazinyl, or a saturated or partially saturated cyclic 5, 6 or 7 membered amine, imide or 



arid wherein the optionally substituted aryl group is substituted with a group selected from 
halo, nitro, cyano, trihalomethyl, Ci-Cealkyl, aryl, arylCi-Cealkyl, hydroxy, Ci-Ccalkyloxy, 
Cj-Csall^loxyCi-Cdalkyl, aryloxy, arylCi-CeaDcyloxy, aryICi-C6alkyloxyCi-C 6 alkyl, Cr 
Cealkylamino, Ci-C^alkylaminoCi-Cealkyl, arylamino, aryJCi-C 6 alkylamino i axylC r 
C«alkylarninoC|-CsaIkyl, diCaryld^alkyl^inoCi-Cealkyl, Ci-Cfialkylcarbonyl, C r 
CealkylcarbonylCi^alkyl, arylCi-Cfialkylcarbonyl, arylCi^galkylcaiboirylCi-CealkyU C r 
C 6 alkylcarboxy, C r C6alkylcarboxyCi<^alkyl 7 arylCj-Ctfalkylcarboxy, aryld- 
C6alkylcarboxyC r C 6 alkyl, C r C fi alkylcarbonyIammo, C i-C6alkyl<^rbonylaminoCi-C6alkyl, 
arylCi^alkylcarbonylamino, ^ 

or a salt thereof with a pharmacenticaJly acceptable acid or base, or gny optical isomer 
or mixture of optical isomers a racemic mixture, or any tautomeric foinu or prodrug 
thereof . 

221 . (Currently amended) A compound of Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is O, S, SO or S0 3 ; 

Ri is COOH, COOC-Cealkyl, COOarylC^alkyl, COOC , -QalkylcarbonyloxyCi -Qalkyl, 
COOCi^edlkylcarbonyloxyarylCi-Cealkyl^ or n 5 - mombcred hctcroeyolcfl selectod from 
th e group consisting oft 



lactam; 




Formula 1 



29 
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R2 is hydrogen; 

R 3 is hydrogen, Ci-C<yalkyl, aiylCi-Cfialkyl, C 1 <T 6 alkylcarb onyloxyC 1 -C&\ky\ or Ci- 
C^alkjrtcarbonyloxyaiylCi-Cealky]; 

R4 is hydrogen, Ci-Qalkyl, aryl, arylC 8 -C fi alkv L provided Ra does not represent a 
heterocyclic ring : wherein the alkyl and aryl groups are optionally substituted as defined 
below; 

R 5 , is trihalomethyl, Cj-Cealkyl, aryl, arylCi-C6alkyl, Ci -Cealkyioxycarbonyl, 
aryloxycarbonyl, arylCi-C^alkyloxycarbonyl, Ci-C«alkyloxy> Ci-C6alkyloxyCi-C 6 aDcyl, 
aryloxyCi-Cealky], arylC ] -QalkyloxyC 1 -C 6 -alkyl, NR 7 R$, Ci-CealkylaminoCi^e 31 ^ 1 ? 
arylCrQalkylaminoCi-Cfialkyl, di(aiylC]-C6alkyl)aminoCi-C6aIkyl, Cj-C^alkylcarbonyl, Ci- 
064^1031^11^01-063^1, arylC: -C^alkylcarbonyl, arylCi-C6alkylcarbonylCrC<jalkyl f C r 
C 6 alkylcarboxyC 1 -C 6 alkyl, arylcarboxyCi-C 6 alkyl f arylC 1 -C G alkylcarboxyC \ -Qalkyl, C r 
C G alkyIcarbonylamino, Ci^ftalkylcarbonyl-aminoCi^alkyl, -carbonylNR^Ci-CfralkylCORio, 
wherein Ri 0 is NR 7 R B , or Ci-C6alkylNR 7 R8, arylCj -CGalkyIcarbonylamino, arylCr 
CgalkylcarbonylaminoCi-Coalkyl, CONR7R3, Ci-C6alkylCONR 7 R 8 or 



30 
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arvIaminocatbonylaminoC i -C*aHcvL provided R« docs not represent a heterocyclic ring: 
wherein the alkyl and aiyl groups are optionally substituted as defined below and; 

R^s hydrogen, trihalomethyl, Ci-Qalkyl, aryl, arylC|-C 6 alkyl > Ci -Cealkyloxycarbonyl, 
aryloxycarbonyl, arylCi-Csalkyloxycarbonyl, Ci-C G alkyloxy, Ci^alkyloxyCi-Ccalkyi, 
atyloxyd-Cealkyl, arylC 1 -C 6 alkyloxyCi-C 6 -alkyl, C^ealkylaminoCi-C^alkyl* 
arylCi-CsalkylaminoCx-Cealkyl, diCaiylCi-CealkylJaminoCi-C^alkyl, Ci-C 6 aIkyloarbonyl, Ci- 
C^alkylcarbonylC i-C 6 alkyl, aiylCi-C 6 alkylcarbony] ) aiylCi-CealliylcatbonylCi-Cealkyl, Ci- 
C^alkylcarboxyCi-Csalkyl, atylcaiboxyCj-CealkyU arylCi^alkylcaiboxyCi^^alkyl, Ci- 
C$alkylcaibonylamino, caibonylNRgC 1 -QalkylCOR] &, wherein R 10 is NR 7 Rg, or C r 
C<5alkylNR 7 R$ ( aiylCi-Cfialkylcarbonylamino, aiylCi -C6alkylcarbonylaminoCi-C6alkyl, 
CONR 7 Ra ? or arylammocarbonyl&minoCi-C$alkyl; wherein the alkyl and aryl groups are 
optionally substituted as defined below and; 

R 7 and Rg are independently selected from hydrogen, Ci-C^alkyl, aryl, arylCi-Ccalkyl, C r 
Cealkylcarbonyl, Ci-C«alkylcarboxy or aiylCj-Qalkylcarboxy, a saturated or partially 
saturated cyclic 5, 6 or 7 membered amine* imide or lactam, or 

R 7 and R 8 together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one Ci-Csalkyl, aiyl, 
arylCi-Csalkyl, hydroxy, Ci-Qalkyloxy, Ci-C6-alkyloxyCi-C 6 alkyl, Ci-Cealkyl-aminoCi- 
C^alkyl otNRiiR] 2s wherein Rn and Rj 2 are independently selected from hydrogen, Cj- 
Cealkyl, aryl, arylCi-C 6 alkyl, Ci-Csalkylcaibonyl, ajylcarbonyl, atylCj-Cgalkylcarbonyl, Cr 
Ccalkylcaiboxy or aiylCi-C^alkylcarboxy; wherein the alkyl and aryl groups are optionally 
substituted as defined below? i 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COC^Ci-Qalkyl, Ci-Csalkyloxy, aryloxy, arylCi-C^alkyloxy, C|-C 6 alkylamhio, arylamino, 
arylCi-Caalkylamino, diCarylCi-Cealkytyamino, Ci-Qalkylcarbonyl, aryIC l -C6alkylcarbonyl, 
Cj-Qalkylcarboxy, arylcarboxy, aryl C 1 -CgaUcylcarboxy , C 1 -C6alkylcarbonylamino, -C t - 
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<^kylaminoCOR| 3y wherein R i3 is Ci-Qalkyl, aryl, arylC 1 -C 6 alkyl ( C r C 6 alkyloxy 5 aryloxy, 
aiylCi-C^alkyloxy, arylCi-C^alkylcartonylamino, tetrahydrofuranyl, moipholiny], 
piperazinyl, or a saturated or partially saturated cyclic 5, 6 or 7 raembered amine, imide or 
lactam; 

and wherein the optionally substituted aiyl group is substituted with a group selected from 
halo, nitro, cyano, trihalomethyl, Ci-C^lkyl, aryl, arylCi-Cealkyl* hydroxy, Ci-C6alkyloxy, 
Ci-CealkyioxyCi-QaDcyl, aryloxy, arylCi-C 6 alkyloxy, arylCi-CealkyloxyCi-Cealkyl* Ci- 
C$alkylamino» Ci-C^lkylaminoCi-C^alkyl, aiylamino, aiylCrCealkylainino, aiylCj- 
CealkylaminoCi^alkyl, <h(arylCi^alkyl)aminoC,-C 6 alkyl, CpC^lkylcarbonyl, C r 
CealkylcarbonylCr^alkyl, arylC]-C6alkylcarbonyl, arylCi-C6alkylcarbonylCi-C6alkyl > Ci- 
Cealkylcarboxy, C i -C$alkylcarboxyC i -C$alkyl, aiyiCi^alkylcarboxy, aiylC r 
QalkylcarboxyQ-C^lkyl, CrQalkylc^rbonylamino, C i -(^alkylcarbonylaminoC i Csalkyl , 
aiylCi-Cealkylcarbonylamino, aiy!Ci-C 6 ^lkylcarrxDnyIaarninoCi-C6alkyl^ 

or a salt thereof with a pharmacentfcallv acceptable acid or base, or any optical isomer 
or mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug 
thereof 
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